22 . T he method according to claims 13 - 14, wherein 
collagenase 3 and MT1-MMP and/or gelatinase A are used as 
prognostic markers by determination of their mRNA or protein 
expression, therr amount and localisation or their catalytic 
activity in tissues or body fluids. 

23 . The method of claim 21, wherein the marker is an HI* 
anti gen or a j; arkerJ^n g _cer^^ °f ™ antigens.- 

REMARKS 

SoecificationJParaarapJ^^ 

T he disclosure is objected to because it is allegedly not 
in proper format. The objection to the disclosure is 
respectfully traversed. Reconsideration and withdrawal thereof 
are requested. 

The format set forth in Rule 77 (b, is not compulsory. 
Kather, this rule merely sets forth a suggested format rather 
than a required format. According!y, Applicants do not wish to 
inC ur the unnecessary expense of rewriting the application. 
However, several appropriate headings have been incorporated 
into the text and Applicants have introduced a «Brref 
ascription of the Drawings" section. No new matter has been 
added. Reconsideration and withdrawal of the objection to the 
specification in view of Applicants, clarifying and non-limit^ 
amendments to the specification are respectfully revested. 



_ : ; # ^pUc^feon NO. 097-9T9T5-07 

' ««- in view of the filing o£ 

The drawing objections are moot in view 

the corrected formal drawings attached hereto. 

• under 35 U s.C^lll_(Para^^ 
Claijn_^elec^ion^_JJnto 

Ac tion) 

C laimS 1-12 are rejected by the — under 35 U.S. . 
112 second para.rapb, «* «~ — - *«* *» 
... o£ th e 0 ££1 ce Action. Tbese reaction, are re E pect £ uU y 
traversed, —deration and witndrawal tnereo. are rented. 

claims 1-12 are moot in view of the 
The rejections to claims 

cancellation of these claims. 

rais ed by the —r. F or example, independent claims 13 and 

14 reclte various steps as suggested by the Examiner in 

paragraph B of the Office Action. The dependent claims are 

, rfpnt basis for the varying terms, thereby 
presented with antecedent basis 

■ o,, e raised by the Examiner m 
addressing this very minor issue raised y 

n fi of the Office Action. Phrases objected to by the 
paragraph 6 of the urnc 

Exam iner In para g rap h , o £ U. 0 ££ ice ^ ba.e been avorded. 
For stance, note c!U- » - »■ — ^ " "* " 
£urth er de.ine t h e m ar*ers o £ tbe previous i y recited steps and 
aTO id tne rssues raised in para.rapn . o £ tne OHic. Action. 
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-^-777^T^: n rented b y t h e K— under 
35 0 S c. 102(b , a S being antici P ated b y Puji-to et a!, for t h e 
reasons set £ o rth in P aragra Ph ,0 o £ t h e Office -.on. 
rej ection i. respectful versed, -—on ana 
withdrawal thereof are requested. 



The Pre^eji^jnvention 

" " • = a recited in claim 13 relates to a 

Th e present invention as recited m 

• „ «f rheumatoid arthritis (RA) 
me thod for prognosis of progression of rheum 

of clinical course by detecting 
and for the evaluation of clxnica 

colla gen a se 3 a S a P rognostic -nic, ma.er, — 
contacting tissues or bod^uids W it h a substance tbat 
to bind t o 3 ^ or t o course 3, determrnrng 

an amount o £ bounded — e, bounded course 3 

e 3 and correlating the amount of bounded 
bounded collagenase 3, and 

subs tanoe. bounded coUa^e 3 or bounded — 3, 

„ leh an — of course 3 in tbe ^sue or bod y fluid. 

The P resent invention as recited in claim X, elates to a 
meth od for detecting an increased genetic .reposition for 
„toid artnr.tis (», b y detecting collagenase 3 as a 
gnostic clinical -** comprises contacting t.ssues 

or body fluids .it. a substance tbat is able to bind to 



^Tlclfeon No. 09A9-T9TS-0-7 
3 . determining an amount of 

coll a g enase 3 or to coUa.enase 

b ounded su^tance, — coiia.enase 3 

coll a 9 enase 3, and correiatin. t h e amount of funded stance, 

funded — e 3 or — coUa.enase 3, an 

, . n the tissue or body fluid, 
amount of collagenase 3 xn the 

Fui imo tO et al - . 

^^T et a , disciose a method o f oia.nosrs 
arthrosls , infiitratron and metastasis of cancer and puimonar, 

f fv. e p activated MMPs. 
fibrosis by determination of free acti 

hhp PreS ent Ijiyentiojijm^ 
Distinctio^ii^^ 

-"l^^rr*- -t discXose the detectron o 
collage nase 3 a S a P ro g nostic ciinicai mar.er or t h e use there. 

j- T,r t-hp Fui imoto et ax. 
■ a nmrpss Accordingly, tne ruj 
in the claimed process. 

reference cannot destro, the no.eit, of t h e present invention 

Second , the ..imoto et ai reference cannot destro, the 

„-;r,^o t-he Fui imoto et al . 
novelty of tne present invention srnce : 

reference does not e.en ariose rheumatoid arthr.trs 



same 



.. , n et a l reference does not 
Therefore, the Fu} imoto et 

■f^t- 1-he reasons set forth 
anticipate the present invents for 



abo ve. Thus, the reaction of claims 1. 2 and 12 as applied to 
n ew claims 13-23 should be withdrawn by the Examiner. 

11-12 of office Action 

v,^n reiected by the Examiner under 3 5 
Claims 1-12 have been rejectee uy 

„ S .C 103(a) over U.S. Patent S.143,506 to Colub et al . in view 

of Wernicke et al . for the reasons set forth in paragraph 12 of 

the Office .ction. This rejection is respectfully traversed. 

^consideration and withdrawal thereof are requested. 

Claims 1-12 are rejected as lacking inventive step over US 

« n ^ a i in view of Wernicke et al . 
Patent 6,143,506 to Golub et al . in view 

No te the discussion in col. 12, lines a ,-« of HS Patent 
S 143,506 to Golub et al., which recites that MMP-13 is thought 
to play an important role in the destruction of calcified 
connective tissues during arthritic an other diseases. Wernicke 
diS closes at page B 9 0, col . 2 , paragraph 2 that progressive 
joi nt destruction in rheumatic diseases is largely mediated by 
. mainly synthesized by the synovial lining and cartilage, 
that an increase in collagenase expression has been observed 
in rheumatoid arthritis. The Examiner concludes that it would 
be obvious to use the diagnostic method of Golub for the 
diagnosis of destructive joint diseases. 



MMP, 
and 
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With respect to U.S. patent ,,1*3,506, the Exa.iner note, 
the .ethod for .easuring the catalytic activity of the pro- 
enzyme ana the activated en^e (col. *. lines ,6-36, col. 9, 

portions of « —act, W "9 2 (left colu™n, third 
paragraph,- and ri g ht colu^, , page !393 (right col Um n, page 139, 

nhl pace 1398 (left col um n; and Stalhle-Backdahl 
(right paragraph) , page 

et .1. at page 721 (right column) and page 726 (right col-. 

Si^t^n^Uon^et^^ 
viw of Wernicke et al ■ 

Btlef ly. the miner's position is that it is obvious to 
use the diagnostic method as disclosed by Colub et al for the 

■ -r^t- leases However, the present 
diagnosis of destructive j 

invention relates to the use of collagenase 3 as a prognostic 
raark er. * prognosis of progression of rheu m atoid arthritis (RA, 
and the evaluation of clinical course by detecting collagenase 3 
in an early pnase of the disease .a.es it possible to start an 
intensive therapy in sufficient ti- to prevent the progressive 
destruction of cartilage. These features of the present 
invention are nowhere suggested by the cognation of prior art 
relied upon the Examiner. Therefore, reconsideration and 
withdrawal of the rejection of cla im s l-» as applied to clai m s 
13-23 are respectfully requested. 
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" ,7 CFR §§ 1-17 and 1.136(a), Applicant(s) 
Pursuant to 37 C.F.k. 33 

respectful petition,*, £ or a one U, .ontn pension of ti- 

for fUin g a repiy in connection wit, t h e present appiication, 

■ * f*- of $55 00 is attached hereto, 
and the required fee ot :?bb.uu 

I£ necessary, the Co^ssioner is nere by authorise in 
this , concurrent, and future replies, to char.e parent or 
credit an. overpast to Deposit account no. «« 

t t pvr §1.16 or under 37 
additional fees required under 37 C.F.R. 

C.F.R. S 1.17; particularly, extension of time fees. 

Respectfully submitted, 

BIRCH, STEWART, KOLASCH & BIRCH, LLP 



MSW/sh 
3658-0103P 



Marc S. Weiner, #32,181 
P.O. Box 747 

Falls Church, VA 22040-0747 
(703) 205-8000 
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IN_THE_SPECIB^CATOT 

on page 1, the title has been a.ended as follows, 
TITLE ■ USE OF COLLAGENAS E 3 FOR DETECTING DESTRUCTIVE 
DISEA ^OE THE .OINTS, ESPECIALLY FOR P—G THE 
AGRESSION OE THE DISEASE AND THE GENETIC PREDISPOSITION EOR 
RHEUMATOID ARTHRITIS 



i line 1, has been amended 
The paragraph beginning on page 1, 

as follows: ^ 

option, B^m^J^^ TECHCEf 

X paraph has been added before the paraph beginning 
on page 3, line 16 as follows: 

BRIEF SUMMARY OF THE INVENTION 

A paragraph has been added before the paragraph beginning 
on page 4, line 14 as follows: 

BRIEF DESCRIPTION OF THE DRAWINGS 

FIG 1 shows - expression of collagenase 3 in the 

•f na n P nts bv Northern Blot 
synovial mer^rane preparations of patents by 

analysis; 



amended 



"~ : ; % Kp]?li^on No. 0-9T9T97507- 

FXGS 2A and 2B show results of therapy with medicals in 
patients with collagenase 3 ^NA expression in the synovial 

membrane ; and 

FIG 3 shows rheumatologioal family anamnesis with regard to 



RA. 



DETAILED DESCRIPTION OF THE INVENTION 

The paragraph beginning on page 10, line 1, has been 
amended as follows: 

[Patent Claims] WE CLAIM: 



TN THE CLAIMS 

Claims 1-12 have been cancelled. 
Claims 13-23 have been added. 
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